wo 2005/053678 



PCT/JP2004/018114 



1 

5 7if^m\-^. ' tr— (Penicillium sp. ) S P F - 3 0 5 9^^^ 

10 mf:mm 

(1) StF^ISt ( glaucoma ) 

20 m^i^^y). s:^xft^mmm(om4&. Mmxi-i^mi2:^xi>(ommm^^fix 
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2 

(2) ^^f^^ibWiMMM'^ ( central retinal artery occlusion ) 

mnm^\^^^o ^<>x^±mm<Dm^i-i.ut}f^w-±^i^x^^o 

o 

( 3 ) WM^'hWiM^^f^^^ ( branch retinal artery occlusion ) 

15 nmi)mmrr^^<Dx-h^. mmm^. mm^'bWimmMmtmm\^rTt>fix\^^^ 

o 

(4) i^l^4i'i>#j!)RWS5lm ( central retinal vein occlusion ) /^mf^^ 't^W^M^ 
W^MM ( branch retinal vein occlusion ) 

mM^'ts'^f^^&M CailftL<^W^J-J:!5. aiJfiLtt^)^3£( hemorrhagic retinopa 
20 thy ) tW^M^ <i^Mf^( venous stasis retinopathy )K^m^^^o ] *5j;t)« 

5„ jiE^^ti: uTf*. nwm%m^^'L-t\^x. nmmm<D^m^m<^x. mmmm 
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3 

5 feSo 

(5) j^jfiLtt^SW^sIm ( ishchemic optic neuropathy ) 

$}6Sj^^6^^-e$>t). H«§|5j^lk14!a#^3E( anterior ishchemic optic neuiropa 
10 Xhy ) t^m'tfX^^o 

MH^uTji. mmWim^t. W}mm.i\:,m. -m^mm. mmnfi}£(o^^mm\^ 

^^fe{t^#if&l^<Z)^;65i: fetbSo ^ffi^^D^-rS :^7^a-r Yizfi^ 

(6) Itm^ttPlHiEE 

25 b =3 :7 31 n — ^7 A ( Vf ^ ^ VE) ^ h =i :7 ^ P — id^ji^ $ fh 

(7) nmm^m 
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4 

h\C5-D<Dmmm^htlX^i^^o •rti:^^-^. ^>t^\^mmmm^mm&i central ser 
ious chorioret central exudative chorioretinopa 

5 thy )^ ^AttPi^Kt^ltSK^'I^C senile disciform macular degeneration )^ q^A 
li^i^tt^iEE^ttC senile atrophic macular degeneration )^ ^^i^Jg^^^^^I^ 
#ffi^SE3!m( idiopathic vitreouretinal interface maculopathy )\^^^^tl^^o 

10 o 

(8) 5|^^Jl^lli3iE ( retinopathy of prematurity ) 

25 mwAmmmi-^. ^m*M^(D^mm(Dmm^-^-^^Mm\^x. mwj:mmjk.w<D^ 
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5 

TW}m^!k.mmm. ^aiunhergmmm (mm^&^m) > liiifiL^jim. y^-ru^ 

nnmm^. m^?^mmmm^i^m\^x\^^^:Ltmuh^x\^^^o ^xhm-h^< 

m^^tlX\f^^(D:d^±'^Z7^V :^3A (SemaSA) (Cell, 75, p217 (1993) 
i3j:-a«Cell, 75, pl389 (1993) XhY) . ^ OS^f* 1 0 p Mi 5 {SJS^ 

xmfim(o^-hKmm^mM(D]^nBmmm^mm'r^o -^ti. y^yvn^mm 

y A^^^|c;55^flJ'^S wi!;OS^e>:i^TV^S (The Journal of Biological Chemis 
try, 277, p49799 (2002) ^#fl^) „ HUlB^-r/^^^ftm mBBm) (D^7!>mm^ 

20 y ^^0^^:dS_h#bXV^5r i: %)^fetfCV^S (Graefe's Archive for Clinical a 
nd Experimental Ophthalmology, 241, p673 (2003) ^^M) o — y iy h <£rffl 

t^btb"CV^5 (Brain Research, 914, pi (2001) » 

25 m-f-^^t:d^^hfhx\f^^ im^ji^m$^02/09756-^^<:yyuyh. mw.^mMo3/Q 

%22^Z^-^<-yy y hS.t)«|1^5B||03/062440^^'« V:7 U y h %#R^) » UjO^ 
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6 

10 i-jfe*>t>> 7 5/ hMH^l^^. Jkffa!I^^BS^IBv^T^l50mraHgOjE;'3■^:fe^^•r5 
^■r/Wfti^l^jt bX. ^^x^V A • l^— (Penicillium sp. ) S P F — 3 O 5 

[l] ^^vy A • aix^t"— (Penicillium sp.) S P F — 3 0 5 9 tt^i^^i" 



H 



20 




[1] 



y/O 2005/053678 



PCT/JP2004/018114 



7 

C23 ^ Cl] X-m^tl^^t^>^i!)K (1) (3) OV^-f^L/6^T•fe§r 

(1) ^ [1] ^^:*3V^■r^gem«:m3©'a'^*U ;$S7Kmm^^^U R' C 
1 6] : 




[16] 



(2) ^ [1] ^c:j3V^T^gtll{•±-fi^'^^^b. R^ ;657K*JI^^^^^U il>^^ 
[17] : 




[17] 



15 (3) ^ [1] tC*3V^Tfig?|ft{i-fi^'a-^*L's R^ [18] : 




[18] 



p< ^/I'SXti^ [15] : 
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8 

H O— CH2 p 

HO Me 

C3] ^ [1] T'^^n5>fb-a'W, ^ [2] : 




C4] ^ [2] ^^:*5V^T. RtJ^R'* :d5;^7/W7}?=¥^>'S^^b. r2 S.tJ«R^ 
10 [5] ^ [1] T'^^ttS^b-a-i^^OS, ^ [3] : 




(^"fi. Ri . R2 , :}3j:t>*R= Cl3 Xf* [2] ^|^aX'fe-5o ) 

C6] ^ [3] ^^:*3V^T. R^ ;iS;^7/^2}?=3f v^xfiTK^m^^* U R^ :d5:&7V 
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OH 




r5 [4] 



R* O 

l^^. . . ^ S.t)«R= fi. Cl] Xti C2) i:l^aT'fc«9. R' 

7K^J!^^> ^ h f^-zU-SX?*^ [15] : 

H p— CH2 p 

[15] 




C8] ^ [1] T'^^ttS^b-a-Ws ^ [5] : 
OH 

HO 
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1 0 

C9] ^ [1] X-m^tl^it^Ws ^ [6] : 




(^4^, , . ^T>*R= fi. [1] Xfi [2] tmmX^^^o ) 

C103 ^ [1] xm^in^it-^mK ^ 171 : 




Cl 1] ^ [1] Xm^tl^it-^mK ^ [8] : 
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1 1 




i^^^ . . *5J;t>*R« Ci] X« C23 tmmx*i>^o ) 

Cl 2] ^ [1] T'^$tt2)'fb'a-#i;a5. ^ [9] : 




10 (^tf. R' s R^ . R" *5J:UfR« Cl] Xf± C2] ^I^^T'feSo ) 



wo 2005/053678 PCT/JP2004/018114 

1 2 

C14] ^ [1] X-m^H^.^ih-B-mHiK ^[11] : 




[11] 



Cl5] ^ 111 .•vm^th^i\^'^^7t)K ^ Ll 21 : 




(^1^1. . , R4 ^TJ«R= Cl] X« C2] ^l^^-efe-So ) 

Cl 6] ^ [1] xm^fi^ih^mK ^[13] : 




(^^. R^ . r2 , r4 *3j;tJ«R= Cl] Xi-i C2] i:|^aT'*>5o ) 
Cl 7] ^ [1] -e^$;i^5^^:'a'^^:^5, ^[14] : 
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1 3 

Me 

[14] 

OH 
OH 

ci 8] ]^ifiLtt#iii^#30^ mmwmmmx^h^. ci] ~ ci 73 ov^-r:3^ 
C2 0] j^jfiLi4i*^i^#/55, ffi^^jE. — iittnisifn.. m'WTmismsSa.mmm 

15 HffiOffi^J^jilKI^ 

mifi. ^^Ml^^H^M (ONL : outer nuclear layer) (^i^^^M^Ufc^:^^^ 
-fm-efeS [student's t-test, compared to (IOP_L#:ft#+PBS^lS-^) Group, 
* : <0.05] „ lOP^filntra Ocular Pressure©III&-efe D BSJISr#5feU PBS^fm 
osphate buffered salineC^)|ll&-CfeS„ Mfft(D#-^(^S*fii^AT<^> ^ *5 »9 o 'tf^f:>^ 

20 , 1 lE^BSJdE ; 2 BSff (lOP) _b#:ft#+ PBSS:^# ; 3 IOP±#:ftit+ SPF-3059-1 
^m^^9im ; 4 I0P±#:^^^+ SPF-3059-1 ^^Ig-^^Q-go HI 1 J: t) . BgJEJb#:^i^ 
*3 J;tJ«SPF-3059- 1 i::d5^35^S 
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1 4 

o 

m2n^ F^PJ^^iaJl (INL: inner nuclear layer) (Om^^MMVtiW^^^ 
irM'Vh^ [Student's t-test, compared to (I0P_L#^^^+PBS^lg4-) Group, 

* : <o.o53 o m^(Di^4fi:mi tmm-^h?>o m2xy)^ mm±n-'^^\^^^x 

mSi-i, rt^il^JS (IPL: inner plexus layer) ©ff^^^^M^t bfc^^ 5:^-^13 
foS [Student's t-test, compared to (IOP_b#:ftlKf+PBStrlS-^) Group, * : <0 

.05) „ mM\(Di^4itmi tmm-^^h^o msx^. mm±^:^^i^x^xmmih 

10 ig 4 it, 0. 5% ^ W-^/WW :^U^yh XVk^ bfCiN^I^^>T-(D^*Tfc So ( 1) IE 
(2) BSffi (lOP) _h#:t#+PBS^^-^ ; (3) I0P±#:fe#+SPF-3059 
-l^BU^-^-^S; (4) I0P±#:ftl^+SPF-3059-l<lrm^#^go 

igSfi, :^^3^iB|ia® (ONL : outer nuclear layer) (DW-^^Wll^l-tl^^^Tr: 
•tMXh^ [student's t-test, compared to (IOP±#:^#+PBS^^#) Group, 
15 * : <0.05] „ m.^(Dm-^<DM^i-i&^T<DtisV), •rti:t>-h. 1 E^Bgffi ; 2 iSJE ( 
lOP) _h#Ai^+ PBS^lg^ ; 3 IOP_h#:fe#+ SPF-3059-5^Slrt9;-^^@ ; 4 IOP+ SP 
F-3059-5^^tg-%-^g„ m 5 J; »3 . BSJE±#:ft^^*3 J;t)«SPF-3059-5(Dig-^fi*l;:^ 

set*, I^IS^Bi^j^Jja® (INL : inner nuclear layer) <Dm^^MM\^ti1^^^7r: 
20 [student's t-test, compared to (IOP_b#A^+PBS%JS-^) Group, 

* : <0.05] „ «|ft01~4{*E5 .Irl^^T'foSo El 6 J; "9 . aSi±±#:fe#J- J:oT 

mrtt. P^m'^m (IPL : inner plexus layer) (Dm^^M^i^t^if^^^^irmX 
fcS [Student's t-test, compared to (IOP±#:^#+PBS%iS^) Group, * : <0 

25 . 05) „ mMi(D 1 ~ 4 (iig 5 ^ mmxh^o mr^y). isff_b#:ft#t^: j: o T^gft 

m 8 0. 5% iJ' V- v'/W^-r y h T*lfe#. bfcPjg§JK-©^KT-fc 5o ( 1) JE 
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mmm; (2) IBE aOP) ±#:ft^^+PBS^S-%- ; (3) I0PJb#:^1^+SPF-3059 
-S^m^-^iUhm ; (4) IOP+SPF-3059-5tr^^#^5!l;go 

y T> A . j^;^ (Penicillium SP. ) S?F-3059W^i^^ir ^ 1 1- J; 9 # 

15 b^S-fe'^:7;i-ij ^|j§.#SI14^^-r6'fb'^#>T'feoT. ^ [1] x^m^ti^ih^^ 

20 ^ Ci] Jj:*5V>T. R^RtJ^R' tc*;{t5#^Ki: UTfii^j3:|®;£li«l<x R^ 
^ [1] . [2] , [3] . [4] *3j;t>* [6] -e«$tl.S>^b^^^^^:*5V^T. R 

25 D 7i^^iy:fy/u-^:^jum^(D^m^ 2 ~ 4 (^T/w-a =3{- v^;??/^^^/^^^^*/ § r ^ 
-t?#x ^Xi^;^ h^iy^/l^^^/^mil>m-^\^^\ ^ [2] , [3] [6 
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1~6 

5RMi. 0*b<{*7K*J^^^> ;^7/^7i?=arv'SX{*^ V^i^^/i-:^=^/um. Mt^i^f 

*fc. ^ [1] . [2] . [3] . [4] RtJ^ [6] ^^:*^V^T> fi. T^mm 

*fc^ 5^ [4] ^^:*5V^T. Ji. tK^M-^. p« h^i^;^^J\^mxmim^ 11 
5] }3::^$;jT.6K^^-t-o 
^[15] l;:*3V>T^ R^ »i7K^M^> ;57/w?i^>-ix^XfiT>'V'3=3r->';^7/^^i?^/i^ 

o 

*fc. ^Cl6]s [17]. [18]. [2]. [3]. [4]. Z5l 

15 [6] i^:*3V^x. R* it^ TkM^^. ^/u^^iymjH:iTJU=i^iy:ti/u:^=^/i^m^ 

^fc.^[16]. [17]. [18]. [2]. [3]. [4]. [5] 2S.TJ« 
20 [6] JCjoV^T. R^ fi. ^mm^. 7K^»XfiTt^/l-:^'Srv^S^^i-o "^fc. BU 

=¥v/S^^^tf 5 ^1 1 :dS-C'# 60 R ^ ttie^* b < (i7KmM^^Xfi7K^£^*i-o 

[7] ~ [1 0] . [1 2] ~ [1 3] ^^:*5V^-C. R* ^XUR* fi^lEb-C 

„ R^ feJiu^R'* fi^?^b<H:7kl^M-?^Xti:^7/^4?=arvS^^i-„ — :fyR2 *5j:t;? 
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1 7 

^[11] S.tl« [1 4] 13:*3V>T. 7Kmi^>■^^ :^/V'7j?^^x£xf*T/w=i 

10 ^/u:t'^i^m^^mif^ ^ t Ti^X^ So R ^ fi^?^ b < f^TK^M^XflTK^^^^ 
-t-o 

[2] T'^^^S-fb-a-i^i: b-C. A^6^i-J*R' :S.t^R'' idSj^/i'^i^^^rv'S^^ 
b. R * RXfK ^ d^TK^S^Ir^i' SPF-30 5 9 — 1 ;R' 
U R^ JO^TK^ig^^^U R' ^t>*R' ;6S7K^£Sr^-t-SPF-3 0 5 9-3 ; 

15 R^ S.t>*R^ ;6S;^7/U7j^^ds^i^S^^U R^ :0S7K^s^^b> R= :dS7K*j[^^^^^i- 
SPF-3 0 5 9-7 ; R^ idSTK^m^Sr^U R^ :i5:*/W#'3E^^xS<^^U R'' 
S.TJ«R^ 3557K^S^*i-S PF-3 0 5 9-9 ; R^ JttJ'R'* vD^Tk^im^^ 

R^ S.t)«R= ;6S7K^S^^-rS PF-3 0 5 9-3 0;a5^Jf b^So 
^ C3] -e^^^S'fk'a'ife^bT^ :gr<$:e^t-f±R' dSj^/WTj^'dpixS^^U R^ 

20 :5S7Kmm^^Sr^ b. R ^ ]5:rJ«R « ;657K^SiSr^i-S PF-3059-2;R^ 5:TJ« 
R^ dS:^/l-^J^'=^iXS^^b. R2 :s.t>*R^ :^57k^S^^i-SPF-3 0 5 9-5 ; 
Ri RUR"" i>^:iJ/u:^^->m^mv. R^ ;(l57K^^^^b. R= J!}^:^mm^^^ir 
SPF-3059-4 ;Ri RtJ^R'* 365:i7/^7j?dri^3i^^ U R^ f>^:^mm^^^ 
L. R= ;a57k^£^*-rSPF-3 0 5 9-1 2 ; R' /557K*m^^*b> R" id? 

25 ;i;7^2}?d{^v'S%«U R ^ 2g.O?R^ jO^tK^S^^-TS P F - 3 0 5 9 - 2 4 ; R ^ 
i657K^M^Sr^ b. R^ i)tiJ/i-:^^Z^m^m\^. R^ ;d57K^S^Sr^Us R= id^Tfc^ 
li^^^^f SPF-3 0 5 9-2 5 R ^ S-tJ^R* ^StK^j^^S:^ U R^ 
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1 8 

RTJR^ ^O^tK^S^^-TS P F- 3 0 5 9-2 Q-d^mfbtl^o 

RXJ^R^ jaSTK^SSr^U h^->;^'^y^m^m-t. SPF-3 

0 5 9-6 ; R^ RXJ^R"" t^^/l^^^iym^mV. R^ RXJ^R^ >5S7kmim^^^* b 
. R= ;aS7K^S^*-t-S PF-3 0 5 9-2 8 ; R' /55;^/^^>v'S^Sb. R^ 

t^7i^mm^^m\^. r^ rxj^r^ 7!>^7i<.mm^m\^. r^ t^;^ h^z^^^^/i^m^m-r 

, SPF-3 0 5 9-2 9 ; R^ b=¥->;57/^:^=/^S<Sr*U> R-* :$5:^;/W7i?^ 
v'S^^U R^' :S:T>'R^ ;0S7K*m^^^*l-x R^ :A^7m&^^-r. SPF-3 0 
5 9-3 5 ; &.T(D^ [19]: 




OH 



T'^^HS SPF-3059-37;R' RXJ^R* 7l)^:^Ji^^^-:y&^^ U R ^ & 

xj^R^ ^stk^s^^l. r3 a^Tiamm^^^-i-. spF-3059-39 ; jutsi. 

[2 0] : 
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1 9 




O^Me 



HOOC 



O 



[20] 




COOH 



OH 



SPF-3059 — 4 2 i^mf ^tl^o 
^ [5] X-m-^ti^<t^mtVX^ Mri^ma-i^ 7!>^:^/u^^iym:tm\^. r 
^ i>^7i^m^^^-t. SPF-3059-27 : Xfis R^ J^StK^M^^* R = 
5 dSTfc^S^^i-, SPF3059-36 it^mfbtl^o 

^ [6] T'^^i^^^b-a-i^i: bX. R^ :dS7K^ji^^^lr^U R* 

;&/^Ji^>v^S^^ R ^ ^t)«R = SPF-3059-34 

^ [7] X-m-^fi?>i[^^mtVX. Mri^ma±. R' 2SttJ«R'* f>^:^J^:^^iym^ 
10 ^b. R2 :S:tJ«R^ ;eiS7K^S;Sr^i-, S P F - 3 O 5 9 - 8 ; R^^T>*R* 
;&S:«7/W7i<dev'S^*U R'' -d^Tfcmim^Sr^U R= :dS7K^^^S-r. SPF-3 
0 5 9-2 O/^S^tf fj^T^So 
iC; [8] -C^^tL^S-fk-^i^i: UT. R' 3^0«R'' ;$S:^/^:?J?=3r.>,^^ 

R^ ^tt)«R= ;6S7|<:ggg>gr^i-, S P F - 3 0 5 9 - 1 6 ;6S^tf 
15 ^ [9] T?^$tb5'ft;'a'i^i: bT. :i:^i|s:6«J^^:fi, R^ S-tJ^R" 355;<;/W;?}?dE^v^S^ 

RXJ^R^ t^A^^^^-t. SPF-3 O 5 9-1 7}$5^(f bttSo 

^ [1 o] xm^ti^it^^tvx. Mci^m^n. r' ^iij^r^ 

Sr^U R^ JttJ^R' :iS7K^S^^"t-. S P F- 3 0 5 9 - l 9 d^^Jf fjttSo 
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2 O 

;etS7K^g^^-r. SPF-3 0 5 9-2 2:65^Jf PjttSo 
^ [1 2] Xmi^Mit^mtl^X. McPf-ma^. ^^.TJ^R^' ;65;^//1-:<J^>>>S 
^^U R^ ^ltJ«R= :a57K^S^^-r> SPF-3 0 5 9-3 8}JS^Jf bnSo 
^ [1 3] X'm^n^it-^mtVXs Mri^ma-i. R^ S-tJ^R^ 7!t^^/u:^^iym 
5 R^' :S.tl«R= ;6S7Km£^^i-> S P F- 3 O 5 9 - 2 SlO^Wb^^o 

^ [14] xm^n^it'^'^tvx. Mcii^m^n. r' ;5S:;?7/i-7i?=3{^v'S^^u 

R ^ ;657K^X^*i-s SPF-3059-40 ^^S^tf fettSo 

_h|B<D^ [1] ~ [14] T'^^tb^^k^il^tt^ -^^v-y !>A • zc^f- (Peni 
cillium sp.) S P F - 3 0 5 9^5|5(Dit#i^;6^e)-fe-^:7;a- )) >m^f^B.^1^^ t bX 

^ft. ^ [1] ~ [14] xm^fh^it^m^^^^xn. ^fhh(r>m.-^^f\^h<D 
15 -^*tb§o ;^iUTfi. -^by-j^Aii:, •^^^M.m.. ^;v^y^j->m.. -^^ 

}£(OmM%i 2 — 5 OTiX/^ST'T v^/Wk$ tbfc^^#^^. ^)V-m^x^Wf>:^f- 
^^^Jf 5 r ^ ib^X^ 5o StflBm^<*:«. -e?iIx.fiS^WII03/062440-^y^->' I- 

25 Huia^ [1] ~ [14] xm^ti^it^m-i. \^^-rti-hi^mm^±m^^i^m\^ 
fc-<^ixy i> Amt-M-rs^ tfspF-3059t^ [;*:Bt5fc«. mm^w.±.(ou^ 

m(0^^(DWmhmm\^mir^':f^^:^ h^m\^m-i^. 2001^7^130 fj: 
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2 1 

mmmm'^m±nmmxMmmmn^m'^-mww^^^^'^ i^^- {t sos-ssee 

W^W^^< }^Tti^l-l-l ■t':fcll6 ) lC^fe#-^F E RM BP-7663^b-C 

„ - :l-ev^5^lfIL^4#^^B^ bXfi. j^ifiLi' j:SlillI#^l$^^fc^*^IfiL'l4fliJ^^L 
w^m. -iittMi^jfiL. m.-WTWim&isL'mmm. waiienbergjmf^^ (MMm&mm 

25 mmnmm(Dmm(Dmmt-t^^t^^x^^. 
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2 2 

o 

i. 

-lOOmg/'B. ^btc:$f*b<{40- 3~5 Omg/0(7)ig^*;d>^}f 

. ^AS#— Afef=:t) 0. 01~10w/'v%. i5if*b<fiO. 05~5w/v% 
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2 3 

X 1 B 1 ~ 6 mig^i"^ ^ t d^M* bv\ 
5 mmm 
mmmi 

mimp^mmmm(Dmwn. mjt^m(Dmi\:.^ T\^mm.m]^m (inl: inner nuclear 

layer). <Dm^i k {.X^Mi^WmX^t "^ti. BSEEJb#t;iJ: o T^W^^IS^ 

(D-yr-:f:^xh^p^m'^m-hmm^^i-fMm^t-i-^^t:^^h. rt^^ytJi (ipl: inn 

er plexus layer) (0^^h^W<0^&^^^1^^ttj:^o ^(01^(0 -^^=7 :^ —■9 

(1) 

Shain;^-^^— ^3 (jBATSham opetm-t^^-^ft^^^Ja ) SEE {^tbWST4.m 
25 ) 

lOP (Intra Ocular pressure) ^g+PBS (5/t 15^^(*^P^lS-%-) 5|E {o%W^4.m 
) 
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2 4 

lOP (Intra Ocular pressure) ^g+^^i^® (5m ISi^fl^P^ftuS-^) 5|ZC {^1bM 
W4W 

lOP (Intra Ocular pressure) ^m+^^^M (5 m 15g^=-#:|^^^-^) SEE ( 5 -^^^ 
W4^!l) 
5 (2) BSidEJb# 

o 

(i) ^ h ^50mg/kg, i. p. s-^^^^^T-t?. mm^mmi^mM ufco 

o 

(v)^ig;«/>^J^J;5^S5E^. BS^^jgfmbfc„ 

(vii)m#^^^j:«9 880/im(^^g imm±:^) (Dmmm^WLBi^. ^m.m^m ( 

20 ONL : outer nuclear layer) ^ f^03KE^JlS® (INL : inner nuclear layer) ^ 
(IPL : inner plexus layer) <^ff ^ ^S'J:^ bfc„ 

(3) mm(ommi5xxf^-¥:^m 

W^mnt bTSPF-3059-ltrPBSj::img/nil<7)a^T*^^l? L^-^^EHUtCPBS-tfSJJlO 
. img/mltc^f^bfco #-i^bfc^?^. 5MlS:30G-m#ft-Ts >5/ h:felgm^#^f^J- 

25 

(4) ^S^:^^ 



wo 2005/053678 PCT/JP2004/018114 

2 5 

^mmm<D^ iy hm^^m\r^x. ^mmmm. ^mm.Mm. ^m^m^fi^ 

S^m (ONL router nuclear layer) ] > m2RXJ^m2 llHW^^^M (INL) ] , ^ 

3 ROT 3 Cf^^^^S (ipl) ] m^m^TTl^tz. i^fc. |§|4Je:o.5%^ i^v-zv 



mi 





(jum) 


SD 


SE 


Sham ope 


45. 65 


2. 73 


1.37 


IOP±#:ftW+PBSiS# 


45. 47 


4. 16 


2. 08 




45. 79 


5. 67 


2. 83 




45. 56 


0. 13 


0.06 



10 ^2 





(urn) 


SD 


SE 


Sham ope 


33. 41 


3.71 


1.86 


I0P_b#^1^+PBSjS-%- 


22. 37 


2. 08 


1.04 


I0PJb#:fe#+^^«^KftuS-^ 


29. 56 


4. 13 


2. 06 


iop_b#:fti^+^^#j^^S^ 


27. 89 


7. 81 


3.91 



^3 





(/iin) 


SD 


SE 


Sham ope 


54. 86 


8. 53 


4. 26 


IOP±#A#+PBS^-^ 


26. 03 


6. 88 


3.44 




46. 89 


11. 50 


5. 75 




40. 45 


20. 39 


10. 19 
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$tL. BSiE_t#t3:J:5rt^t>tJlo^®>fb}6sm^^;jT,fc. $ bl;is P F - 3 0 5 9 - 

1 (Dmi&^Kj;:<^xiHmMLmm^f)mp\^th, \Hm'^m<ommw^M\^nM^irL 

5r i:}6S^$ttfCo *fcSPF-3 O 5 9-10^^^(j:<toT. i^th^6tJ3fe^iE 

xh^. ^mfs^mm<Dmmh^i£-tix\/^^^t7b>h. nmwM^(Dum^^hn 

20 :k.f>fLtCo 

^JJ;!)?!^^:^^^^^]!^^^^:^^^!:. SPF-3059-l(^)^S#^0;®%fT5 :i ti^XoXh 
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mmm 2 
5 (1) m^m^ 

lOP (Intra Ocular pressure) ^g+PBS {5 jj. l^^i^P^I^-^) 4^J 
lOP (Intra Ocular pressure) (5 ju 15fi^flS|^H5ig#) 4^J 

10 lOP (Intra Ocular pressure) «!jS+^l^i^M (5 n im^W^^^-^) 4^J 

(2) BSff-h# 

(3) ^^J<^PM*5j:t>*^#;^fe 

15 mk^W t U-CSPF-3059-5^^^ii:H«l-::PBST"0. lmg/mL\^^^ U/c„ bfc^?^ 
. 5 fi 1 <lr30G-m#hJ-T. 7 h bfco 

(4) WS^^J^ 

±IB (2) (D^^fe-ClSffi±^^M^TU PBSS:?8^#:i^S^bfc^^y b^^^L-T. 
SPF-3059-5^-^lcl j; S^l^^il^^SrStudent's t -test*3 J:I>*Welch&F-testtC-r^ 
20 S^:^^^fTofc„ 

^mmm<D9y hmm^m\f^x. ^ummm. fHmmmmm. p^m^m^ttv^ 

SSM (ONL : outer nuclear layer) 3.^5 RXfm 6 Cl^^:i^M (IPL) Psm^BS^ 

25 m (iNL) D . meRumi iiHmmms&m (inl) p^p^i^p (ipu 3 t^. M^^t^ 



wo 2005/053678 



PCT/JP2004/018114 



2 8 



^4 





(urn) 


SD 


SE 


Sham ope 


61. 76 


3.40 


1. 70 


lOP_h#:ft.#+PBSS# 


61. 03 


4. 41 


2.21 




60. 29 


3. 80 


1.90 




61. 76 


4. 16 


2. 08 



5 





(/zm) 


SD 


SE 


Sham ope r 


36. 76 


5. 63 


2. 82 


I0P_ti^:ft?^+PBStS4- 


27.21 


2. 82 


1.41 


I0P_h#A^^+^^^«H«^-^ 


33. 09 


2. 82 


1.41 


iop_h^:fe?^+:^!i^ifeM^lg4^ 


36. 76 


1. 70 


0. 85 



6 





(//m) 


SD 


SE 


Sham ope 


58. 09 


5. 02 


2.51 


I0P_h#Al^+PBSlg-%^ 


38. 24 


7. 20 


3. 60 


iop_b#:^^^+^^#«Hu^^ 


55. 88 


7. 20 


3. 60 


IOP_h#A^^+^!^#»«^S# 


55. 15 


6. 52 


3. 26 



10 ^Tb^h. ^mmmK^y). mm±m^^-=>xpsmm.mmi!)^ms^^^^\^m:LU m 
9-5o^ig:^ic:j;oT. ^tf-^fitu'^^icii^tjoT. p^mnms^mcnir^mfi^ 
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5 $btJ:sPF-3059-5 OH&iS-^MtJ«tJ:^g:#lc i oTs i^Si:btJS<^>^JS'fl::d5 
20 I^JS^Fij 3 

:^mm(Dit^mit. V>-rtb1>i^^^b'a-^T-fc <9 > |S^<^§i^02/09756^^-^^:7 
y h.XJ4ffl^^W0O3/O62243#^N'i^7W5' h J^LM^^tbT*? t) > V^-f tbt-^^V'y 

r^r> AM;«7 tfT'fcssPF-3059|5^;e>=»b^iti-s - 1 -d^x^ 60 ^3t;^ife:s:TJ«#?a'fb^ 

(it^^S PF-3059-1) 
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3 0 

i^^mmMmm^mmmA:^^^!' (hrfab-ms) m/z (m+h) + 

MMiU : 5 7 9 . 0 7 7 2 
5 th^-fit : 5 7 9 . 0 7 7 6 

C2 8 Hi 8 Oi 4 
^^"r^@^I(X:=^^i5' b/^;ima X (^^/—/l-^) nm (c) : 

241(31,600)^ 315(23,400)^ 365(16,500) 

b/V-vma X (KBr) c m~ ^ : 
10 3400^ 1701s 1615s 1570, 1457, 1273 

^ H— NMR (SOOMHzs DMSO-de) 6 p p m : 

2.28, 2.67, 2.69, 4. 6~4. 7, 5.02, 6.40, 6,91, 7.91, 8.52, 9.33, 
11. 1~11.6, 12.8 
^ 3 C— NMR (1 2 5 MHz, DMSO-dg ) 6 p p m : 
15 16.5, 17.0, 32.4, 56.2, 65.7, 68.0, 102.3, 104.2, 108.8, 110.1, 

118.2, 118.5, 120.6, 122.2, 125.8, 127.7, 132.4, 134.9, 137.6, 139.1 

140. 7, 140. 8, 150. 1, 150. 2, 152. 2, 153. 8, 154. 5, 156. 3, 167. 5, 167. 6 

20 172. 7, 172. 8, 186. 3, 199. 1, 202. 7, 202. 9 
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(-fk-^*^ S P F — 3 0 5 9 — 5) 

5 i^^mii^mm,^mmwMy^-<ii^ v/i- (hrfab-ms) m/z cm+h) + 

MMW. : 5 7 7 . 0 6 1 5 
fh#^ : 5 7 7 . 0 6 1 9 

10 ^^■nr^SillX:^^^;' b/^;inia X yl^'t') nm (e) : 

229(35,800)^ 284 (22, 600) > 322(21,000) 

b/l^v ma X (KBr) c m" ^ : 
3260^ 1684^ 1626^ 1567^ 1467, 1288 
* H— NMR (DMSO— de) 6 p p m : 
15 2.53(3H, s). 2. 55(3H,s), 6.93(1H, s), 6-96(lH,s), 8. 17(lH,s). 

8. 53 (IH, s) > 9. 5—13. 0 (6H) 
^ ' C— NMR (DMS O- d 6 ) 5 p p m : 

29.'1, 32.1s 102. 26, 102.32, 109.9, 112.4, 119.6, 119.8, 120.3, 120.9 

20 126.3, 132.5, 133.4, 136.2, 141.2, 141.7, 150.4, 150.8, 152.1, 152.6 
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152.73^ 154.5^ 167.4^ 167.5^ 172.5^ 172.9, 199.1, 201.1 




(S P F- 3 0 5 9 — 24) 
5 ^ : ^ y 

: 5 3 2 
^^^^ : C2 7 Hi 6 Oj 2 

b/l' (FAB -MS) m/' z (positive) :53 

3 (M+H) + 

10 ]S5tS^1lf^K*^^i5' h/l^ (FAB -MS) m/' z (negative) :53 
1 (M-H) - 

i^^>^^|giS5tli^W^S*^-<^ h (H R F A B -M S ) m/ z (M+ H) + : 
: 5 3 1 . 0 6 2 1 
th^#::5 3 1. 0 5 6 4 (C2 7 Hi 7 Oi 2 ) 
15 ^^■BrmKJjX;^-^:^ h/^^ma X (p« iS' / —/K^') nm(£) : 
212(36,900), 229sh(34,500), 283(26,300), 323(21,700) 
^^S^ltSi;^^^ b/l^ V m a X (KBr) cm~^ : 
3447, 1697, 1629, 1578, 1470, 1290 

* H— NMR (DMSO-de) 6ppm: 

20 2. 52(3H. s), 2.54(3H, s), 6.92(lH,s), 6.93(lH,s), 7.28(lH,s), 8. 13(lH,s) 

, 8. 54(1H, s), 9. 50~13. 00(5H,brs) 

* ^ C— NMR (DMSO— dg ) 6 p pm : 

29.1, 32.3, 102.3, 102.9, 107.9, 110.0, 115.8, 119.8, 120.4, 120.7, 12 
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6.5^ 133.0, 133.3. 136.0, 141.2, 145.0, 150.4, 151.1, 152.2, 152.9, 153.0 
, 154. 3, 167. 5, 172. 6, 173. 6, 199. 1, 201. 1 




O COOH 



5 a ^^53^02/09756-^^"? ^-yu^h ^(DmMm 1 itfeT>' 1 4 i31|B« $ flt:i:^mX\ 
^b-^^jS P F- 3 0 5 9 — 2, SPF-3 0 5 9 — 1 2, SPF-3 0 5 9-4, 
SPF-3 0 5 9-2 5, SPF— 3 0 5 9-3 4, SPF-3 0 5 9-6, SP 
F— 3 0 5 9 — 2 7, SPF— 3 0 5 9-2 6, SPF— 30 5 9-28, SPF 
-3 0 5 9 — 7, SPF— 3 0 5 9 — 3 9, SPF — 3 0 5 9 — 3 7, SPF — 3 

10 05 9 — 3, SPF— 3059-35, SP F - 3059-9, SPF— 3059 
-2 9, SPF-3059-36, S P F - 3 0 5 9 - 3 0 Srp^bfCo 

* fc, mwy^mmvo62243'^y<>-:7 u^y h ^(ommm 1 1 mm(D:^mx\ s p f 

-3 0 5 9 — 8, SPF— 3 0 5 9 — 1 6, SPF— 3 0 5 9 — 1 7, SPF — 3 
0 5 9 — 1 9, SPF — 3 0 5 9 — 2 0, SPF— 3 0 5 9 — 2 2, SPF— 30 
15 59—23, SPF — 3059 — 38, SPF— 3 0 59 — 40, SPF— 305 
9-4 2^P^bfc„ 

ph:7. oimm-r^^tizi^y}. M.fim\^mm-r^^i:t^x*t^o 

SPF— 3059— 1 50mg 
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y ^^TKm"-^ b y lift 

MM. 

mh^^^^h=^^J^ lOmg 

5 

10 SPF— 3059-5 50mg 

V >'m—7i^m:^ V ^ mm. 

mm 

mt^^^^h:=-t^J>^ lOmg 

15 mmmuTi^^ mm 

20 SPF— 3059 — 1 50mg 

^Wi^<v:^^:y i o .g 

efey-fey^- mm 
mmm? 

25 »J^J 

SPF— 3 0 5 9-5 5 Omg 
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gfDiJj/-?^:7-f >' lOg 
&fe!7-feyv MM. 

(1) 

^g^i^Mi: UTS PF- 3 0 5 9 - l^lTcfiS PF-3 0 5 9 - 5 5 
EEtK:/;^ (Alza) t^-C. fl^^^gp--iiLgltg:#i-6o ^I^J^KfiO. lmg/mltOTStCT# 

(2) ^ 

25 (iii) K y /i'lc:T5£m^#t-:;t^Mtt. :&:^flK^S^^t^J^^^J^^* bfc 5 
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SHRSP7 iy h &>T<D:^mx'^^^i^mmmmm^^^i-ho 

5 ai) ^i^mWiM'S: bipolar coagulator icxm^l-. SinM^^^^ 

(iii)7y h<Di>j§p<^ii^u i$^m.^mnv-:>-D^m^^^o 

wistar 7iyh\,^ni^. &.r(D:^^x^iK^:kmW}mmm-nmm^i^^'r^o 
10 amu^m^mmu mmm^mm-ir^, 

(vi) :^^^Sr JkW <b b@^-t-5o 

(3) m^^^wtt 

^^W#5i: UXTTC (2, 3, 5-triphenyltetrazolium chloreide<75|ii&) 5fe^i^<tS^ 
25 PsIM^^Ji-TlA »9 So 

(iii) ;«7^^— ^7 ^ teiiA «9 Hnfz.m)f^o. 8% icc/'PBsmm\^37x:x'io^mmi u^fe 
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(iii)^ y ^^^^.iJ' hte:X40/im(D^SS^^>^JSrf^^UTBS4't-#i^§J>i-i: UT^m-t" 
10 5„ 

;*:^l^<^. ^::^v'y iJ^ A • t"— (Penicillium sp. ) S P F - 3 0 5 9*5^^^ 

m^'hrnma^^mmm.. mw>?»i^^mmmm. mm^^'tmrn^^Wimm. i^jfiittm 
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1 . ^^i/y • f — (Penicilliura sp. ) S P F - 3 0 5 9tS|?^it*i~5 




[1] 



10 2. ^ [1] -r'^^iixS^b'a'^;^^^ &^T<o (1) ~ (3) <^)V^-rtL^^-c-fcsr.h 

(1) ^ [1] ^^*3v^Tl^c^^im^^^*u r' >&57Km/s^^^^u r* c 

1 6] : 




(2) ^ [1] K^i^^X^Mit-mm-a-^mi.. ;d57Kmi^^Sr«U R' 
[1 7] : 
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4 O 



OH 




[17] 



(3) ^ ci] ^^:^3v^T^j^^±-m5^'^^^u ci s] 



OH 




[18] 



^^/I^SXf*^ [15] : 




10 3. ^ [1] -C^^^S-fb-a-^ldSx ^ [2] 
HO 




6 OH 6 

(Sltfi. Ri , R2 , R* *3j;TJ«R^ tt|»^«lX«2 i:|^aT'*)5„ ) 
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5. ^ [1] X-m^^^^^mK ^ [3] : 



5 , R2 , R^ *3j^Tj«R= i'i.m-^miy^n2 tmmxh^o ) 

6. ^ [3] iz:*DV^T> R^ ;d5:;f7/i-7i?=3rix^Xf*7K*jm^^^U. R^ 
10 7. ^ [13 X-m^th^ih-^l^-dK ^ [4] : 



p} o 

L^tp. Ri . r2 , R4 ^ ^^t5R5 m^^iy^i-i2 tmmxh^. r^ j^tk 

mjfm^. P« h'^v'^^v'^SXJi^ [15] : 



15 (^tfiR« itT^mm^. :tjju:^^i^my,i-xrji^=^'^->:^^\^^^/^m^m-to ) 
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